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N PURPOSE: To produce an anti-human interleukin 6 receptor by cloning a cell 
line capable of recognizing human interleukin-6 receptor from a fused cell be- 
tween a mammal immunized cell and a myeloma cell. 
CONSTITUTION: An immunized cell is collected from mammals by sensitizing 
mammals with human interleukin-6 receptor antigen and the immunized cell 
is fused with a myeloma cell. Then a cell line capable of recognizing human 
interleukin-6 receptor is cloned from the fused cell to afford a hybridoma. Fur- 
ther, the hybridoma is cultured and a monoclonal antibody capable of recogniz- 
ing the human interleukin-6 receptor is collected from the cultured mixture 
to provide the anti-human interleukin-6 receptor antibody. 
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PURPOSE: To make it possible to simply judge morbid state of Kawasaki disease 
including precognition before formation of coronary aneurysm using urine by 
determining inhibitor activity against tumor mecrosis factor (hereinafter referred 
as to TNF) in human urine. 

CONSTITUTION: A tumor cell such as L929 cell cultured in a proper culture 
medium is cultured in the presence of C0 2 Human urine sample melted just 
before use and which has been stored under a frozen state since the time of 
collection is mixed with a natural type recombinant human TNF solution and 
the mixture is added to L929 culture well. Then the mixture is cultured again 
in the presence of C0 2 and surviving cell numbers are measured by dyeing 
degree and absorbance. The morbid state of Kawasaki disease can be judged 
by measuring TNF inhibitor activity in urine, namely, the higher TNF inhibitor 
activity in urine is, the worse morbid state of Kawasaki becomes and TNF 
inhibitor activity becomes the highest value prion to the appearance of coronary 
arterial lesion which is the most dangerous morbid state. Thereby the precogni- 
tion of appearance of coronary aneurysmic lesion is made possible and the 
proper pharmacotherapy and other treatments can be carried out. 
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PURPOSE: To stabilize a glycoside substrate in which a sugar is bonded to an 
optically detectable aglycon and to enable long-term stable storage of the sub- 
strate solution by using cyclodextrin or a derivative thereof as a stabilizer. 

CONSTITUTION: A cyclodextrin or derivative thereof, e.g. water-soluble 
strengthened type cyclodextrin is used as a stabilizer of a glycoside substrate 
such as phenolindophenyl-N-acetyl-^-D-glucosamide which may be replaced 
with electron attracting group and/or electron donating group and in which 
a sugar is bonded to an optically detectable aglycon, by an at least, equimolar 
amount based on the glycoside substrate. 



©B*ffl4#i*Jr(JP) 



© th 89 £• 



^ # fF & 



©Int. CI. 

C 12 P 

C 07 K 

C 12 N 

// A 61 K 

C 12 N 

(C 12 P 

C 12 R 



21/08 
15/14 
5/20 
39/395 

15/06 
21/08 
1:91) 



U 
D 



8214-4B 
8619-4H 

8829 - 4 C 
8829-4 C 



(A) ¥3-139293 

©£§S 3^(1991) 6^13B 



A 
A 



<gtf$ n sp 2 - 189420 

©tB S ^2(1990) 7 J! 19 B 
> 3 F 1 (1989)7^20B@B#(J p apj-^gjg 

# * & = ±mmmmm<pm3TE 5#3i^ 
* * ^4^ 



W is s 

1. S6 !U © * ft 

■r sstf* 

2. #S=iS3R©igH 

I"* 7** -fit*. 

2. *y * °-^^fit*T$,5|f-Rll 1 £ eK 

©St*. 

3. th4'S?-nJ*y- Sl ,i : - ; - 9 — tto 
g^K^Ktt f.^ * - ° 4 * y - 6 £ & T 

a v i9 * E 2 c ia » © ft * . 

ft** 2 Kffii8©tft#. 

6. "T18flt«tT**»jRiR5K:EB©jK*. 

7. * V * n- + ^ Wflt7 . % 5s |S5RJJ , c|g . 

« © St f* . 



8. &©KJlJ : 

(N*Jg) KTSNHPPYSLGQLVP( C jfeJg) 

( t£ v ee ?j * © r ^ 7 T ~* i- a 7 § j & ® 

9- Sf*^H2K:?eK©^y ; ?n_ : >-,ujjj;^ : ^^ 
10. t h y *, _ D ^ + y _ 6 ^ rjt -IXffi 

c «fc »» tt*.a*sfl! Js«s?L3aA>^ifegE*aia* 

k L TSSSi^«cA> <& k I- -f y ? - a J * y 

-Kft^Lfc-<rf K (KTSMHPPYSLGaLVPC) ? * -5 , 



-735- 



12. 9 KJflBo/N-f 7* »; K-v N XttW 
*3U0*> L <ttll«:E«©j5rffi K :j; 9Hjasnte 

13. tM^-a^y- 6H:r ^ M 

(Njfc$3) KTSMHPPYSLGQLVPC (CpfeSg) 

( fc fc* L EM + © T rt/ 7 r -< y h « 7 $ J WL © 

M*5ll3«:E»©;arS. 



A ?$BB¥ 3-139203^ 
3. ft 9! CD » M * & 

( S SI Jb © f (J ffl » SF ) 

* ft H J t* t h I L-6 Hrr^-i^g^tcfg 

(«*©««) 

I L - 6 © eSftffi3R.ft©3SH 

Ann. Rev. Immunol . , 6, p485, 1988 ^ # R£ ) 

(J. Exp. Med. , 196, P 967, 1987*£#«[) . 
t h I L-6 U-fe 7*^ — ©cDMA*<Oj«i k: «fc *) 
SS$ft. 1 »C«aA<fBS$*LT^ -5 (Science. 241. 
p825. 1988^^^) . cn^fij^nicis^ 



I L - 6 U-fe7*^-« x *«ftffiJK*©f8afSu 

C ©»tt I L-6 Utr^-S^iciit, 
*S-C»H-*-*fc»«:tt % I L - 6 u-tr7'*-£ 
ffliSKiBK-f IT, ^^wiUSt^ 

S i L T x IL-6u*7'^-©Bt*©iH|8^a 
* ft*. 

L * L £ # & % <rftsT^IL-6u-br^- 
ft o T „ * SB 91 tt I L-6u-fe7*^-^^t*-5 



» 5 Bt t h << + 6 u -b r ^ - fit * ; 

b&l&mmZ&l&L, Utfe8E83.B&€ $ x o-7*g 
L«> N *LTII»*ft^6t H y 

"i^t«:i«#iii«A-f 7 '"j k — -7 © 

S il' * ife : ffij E © A -f r »J K — £ *S « L % - & ig 
18 id ? * % / * D-^^fiIfl:*S3fr*c:«t$# 

~mft®$im?jm ; e h h -f y^-n^ + y 

-6 * - mmx* tmiL«tovi2&mmft 

k ^ iff 8ft $9 ft" & b h y^ — n-f + y- 6 u-tr 
i^^Ffifcif^ftt-b h -f y^ — n-f + y- 6 u 



-736- 



* » W © fit * tt . b h I L - 6 U-fe 7* * - £ # 

>> £ a - ± ;u *n ft K , t h I L - 6 £ b h I L 

CinEB^flilCBf feo ft*. 

tUf ©MilTtt, * 38 9! © /\ 4 y >J F-7PM 
i cJ;!)8ft*n5PM 1 ? n - t ;u ft ft ;&< 
^tf^ft. »#<Dffl| t LT tt/N -f 7* y K--7MT18 
^cfc*)j^^$n*MTl8^y * d - ;t/ fit * # Jjs 

t 1/ T & n b h I L-6 U-fe-T^— *$8l!a«B5C 

© & £ *S BE £ L T tt b h I L-6w-tr7**-£jg 
4tSb h &&*a&S$fc„ b h Ua-7|g 

BS^U266x Xttb h I L-6 utr^-^a-F 
T £ D N A C cfc *> tl/cm±JSBSx W*. 

*a>* ^ ttttft»te#*<*tf *©^£L 



»GB¥ 3-139293(3) 

Tb h I L-6 H;r^-«3-KT £cDNA£-£ 

8ia*<»tf&*is. <z> i* « hi na 

» « . wsasiflBcas&LTv** I L-6 u -fe 7* ? 
- cd a a< # # ^ ^ © * «> $) m w « ft & us * « 1* ^ 

L^L«A^s C ©»fcft!SEJ»*ttffl LXrh 
ot^ - Hb h I L-6 \s*T 9 -tZtt? Z>m 

W *. l*\ b h 1 L-6Hr 
«J*. b h 1 L-&U*7-*-£g£T**affex 
BSWftfc* flS5©^-b h I L-6u-tr7^- 
OffllftSjBftl^fc-t h I L-6 U * 7* * - £ JI ft 



t h I L-6 u-fer^-^^SUl, a^i 
BE Si Lt^ffit £ d <!: (>T* bh 
I L-6 UHs r 7* *■ K 

<* &fcu: N issftac t h i l-6 
t' * r * - *< §s w r * * ? k * n-fc 9 * *■ 7 $ 

u: ^ r *t <> . #u*a-*/uffi#£K3ar*fc«> 



■* *\ b v •>* % * 4-* m £ ft 15 iS 1" % 1 <t UL «k o 
rif i i *< t g 5 • 

-7$*^©»$?tlP£ft&L. ^0^«o^^>8¥J!l$g 
- ~ y r s • 

n-^ ;uK^^3S^1" 4Clt. fid 25 ©J; 
5KU^a-i^^$tl/:A-i 7'') K — v^i^ 

ftft^i^-r^ci^-ci**. ao''J k - -7 is 

3(h*<T$x $*bCT7^^.^><-^n-7h^7 
7 A - x flitf I L - 6 U -fe 7* ^ - * © S it L tc 



-737- 



t I- i l-6 f*r?-z® miz %®LT^z-? 

236 &a- P SV2neo £ v * 7. T 13 83 #CTU - 2 (ATCC , 
TIB214) K*tt T »AL. C418 *fl!n*a*«, 



*^ 9 wao.ooooagjLTi^ft 

ttfitTOttKUf 1 l-6 

"*7-*- ttttc)t hT^ttJURKArOUCC. CRL 
3163) PBSF2R.236 i P SV2„eo * * £ T 3 A 

unoo.ooo ■j8aLTKs*€ (Jlil/ 

*l2tf! L , HP40T BTffl/fc L fc JURKAT-2: is IS L * n 



"tiBtt, i*a«R»£ ftiamiBBFSSWca:i; 

2??*?* (PERM 8P-2-W) £LT3tii$ 
WSHOf-^ttHTlStSftii, L l 6 

■C «« $ tl MT18K* C J: 0 JURKATJfflSa $ Si & L- 

r. 

7',' 

3 X 10' £ 1 .f 0 , . y 

(»*«sn . io»o >;x^y_^ T5l/ , <v7 



* - (PB7. 4 ). 0.15.1 NaC« . , nf) pAPHSF(fn* 
ft 1/ -t 7 t n - x 4 B ( 77 ,p^. >7: y. ) ^ 

fit i L-e^r^-i^^idnaK* (x tt 

HTlSfit^^^LTt 7 T d - ^ 4 B 
Cfr,*:. ffii£®ftajip;« 1 iBMK 1 ©if 4 

^ -f 7' K--r©J S « jfcWd;0-01-a)rD . ^ y 
C-fe7r n-x ( 77 , Uv . >7) j.^ 



-738- 



iiiii— 'ill 



4 BT I L-6 H:7'^-^77^t^-|{|5I 
U fe . Ctl$itIi|©7'tJf'fyCt7 7D-^T 
iI#CD:£t£T&&tt&£$-fcK SDS/PAGETf|?tff L 
fe . C I L-6H:7^-^Pfi<jKg 

£f£tfift£&£LT^*;W7*'J K — *< 1 £ 

^tS*£ P M 1 
f$ftfW3S^Cl!&X&t££m 2<7?£^ ( FERM BP- 

SBtt^^r. I L - 6 U-fe 7':7 -^%^LTl> 
tt^TttBSfltJurkat ( & 1 El** a & c ) & 

i l - 6 u -fe r * -cdhaa<* a $ nt^*)i^^ 

C I L-6 Hsr*-£jS3RLTt**Jurkat (IK 



f| 3-139293 (5) 

fi.o f d)<z>-tii-e*ii.nTi8o»#jt 
fit (SIlBI**. aRtfbCDXtiR) ft. t>* P M 1 <Z) 

» fc a « c w r 5 si * »e & $ n «b iia cd 

*J£«J8<**:. itno fe ft HiST 5 *a8S£ttT180i£ 

p m i nTi8ia*(D n 4> 

I L-6 Hrr^-CtS^rSii:A<fiilS$tLfe. 
SJJLELL. 1 L - 6 u «fe 7* ^ - £ frt T £ *' 'J £ n 

I L-6 U-fe 7 B * - Kl « r S V £ o - ^ ;u ft 
&£ttm~r ZE#)-C. ft&tiKtLT. I L - 6 U 

tc->^7"< y W ftn L fe b <d (ktsmhppyslgo 

UPC ) £'%&<,Z&t)<&J$,Ltz (Kl+'Jyy, T 

h u ~ * y x S & -fe <j y . M * * * ^ y % h tt 



t x f- •>* y . F & 7 * - ;u r 7 - y v P tt 7* o y 
y . Y ti * a > y , L li a -f ■> y x G \X l ) i/ V ^ 
Q lit >v 9 \ y N V t* X i; y v C tt 7. -< y « 

Cn^T.HiranotbO^-T^itCProc.Natl. Acad. 
Sci. USA, 84. P 228, 1987*£#R3) C £ 9 . * A 

;u7* $ y <h£^$-£fe. :n$^^4-'t: liStK 

3 C x ft&Lfe'&fifc^r* K fe*7 
** V 4 xx - ^ ;u ft # I L-6 U-fe7*^-$# 

Rficsatsii^^r. r « b . i^sistis« 
$-nfcu266iaia c i t-ei/tr^ -j&^ts&s ) 
^r-f^-i/jLyhTBjji^L. c<a$aBS?3ft?i& 
MT18ffifl£ ( u - v i ) . P M 1 ft& (u-y 
2) , n+^uy/D/'i v ( u - y 3 ) . 

*^ftftKct;9&&cfcJ$t^ sps - *• r * »; ^ 7 

5 K Y )\* IS m & m tz if tc Ik > *— YvVlttf'? 



7 -r - £ if -» /c. KTlB^y n-f;u 

P M 1 ^ J $ a - ^ JUfcfc&tfni&m 2 iz 
i f) S U ft *< 7* ^ K * 'J a - + )U ft ^ v> 

rtib i L-6 u*r^--sifRWK:s2si-rsc: 

H jfe W 4 . I L-6U-tr7'^-^g>I L-6CD^ 

I L-60tSSS, RO"*g&a±C0 I L-6 U-tr7* 

^ *V I L-60^-^©[5j^«T.Taga^<D^^ 

(J. Exp. Med., 166. P 967, 1987^#^) C^ofc* 

1 * 5 I — I L — 6 (M.OOGcpm) £ % 4 X 10 s Jffl CD 
U266^1S (IL- 6 u-fe 7'^-j^^|egS) 
T60^rJIK]fi5$-<i:fc. CcDi^. #*#T1Q0 ffif 
a#J©3PtSaiL-6 .«Tl8C0i^^±-m (70^^^) 

<3E-ti:Oft/c, FCSJitCSH^ ffl^a. 19^© 

H3ia©T-^tt, MTI8f/tf**< i L-6i I L 
-6 Hr7^-£D^^$S2^i^t4*t^i;Ml, 



-739- 



i 



4W<P. a « 1126613 US £ I L - 6 ©#£T (WIS) 
©tftfj^jKLT* »K b ttU266t3fla« ! L - 6 ffl 

KttU266tBnc I L-6©**Hf**i,afca tH 
IKjSlLfcJS^cg^tjfe^ MT18fii<*tt I L 

P M 1 ffifttt I L - 6 © IF- # £TT ttU266ffl 
BS t fc-g-f S *<ffl«© I L - 6 (Oi?$TT KU266 
fcDSite^-ti-T. ffi,TPMlffi#4«i L - 6 £ 
to £■ T •£ d t *< If 15 $ H tc. 
MfiSffll 5 .. PMllttt ^i L - fi cp q»i ffi ^ ^ 

I L-6{S#tt©t t-TifflK!eif|i>iU1:KT3£ 



?SBJ]¥ 3-130293 (6) 
S.Si.li.&®#& (Blood. 72. P1826. 1988*© 
IS) KCe-,TJ§«LA:a % «*©««©! L-6 

25%3&ffl,w y K - -r © l&*_t fl| © 
TXtt^SaETTJSn*., Tti8fi©96^ru- h K l 
■Sx/b&fc*, 5 xio' «e/ 100*f r L, . 
60J$IH&, 1 ■> 5 o.75« Ci© h y f- $ a 

» 5 tg©x-* « % NTlSfltfc* I L — 6 ©£*, 
Baib/c ^^XffliagBcftJSL^. »Kv^A< 



K-'®iS«J:i«iO.ONor D yO 
G*7rn-x ( 7 y ;i/ v •> 7 ) $ ig L . ±» 

2Ts "S / VTrtS5aSj|L/;U266fflgaiO'' 

A3 £ *J ?8 fls & , iiiorDT-f yct7 T n-x 

*E^-5ilft©;fra;-C$.&ttK3-IK SDS/PAGE 
"C *? #f L- T I L-6 l/-br^-0;0 

8E L -« 7* * K ( KTSMHPPYSLGQLVPC ) ■£ gs fln T -5 

i L-6u-fe7-^-©taKrtifl«ffl-gB«!|$pw 
(aw©si»m) 

ft is 88 r s * >; a a - + t u mt^St.zf^ j 9 □ - 



n I L-6 HsT^-©j«14S*)lier-r 5 d £*< 
WSgtC**. d©d&ttffiflc&±&tf&aE«l«t<D 

^©RiS^fC;*;**. 

$ <sC *j&WT!fl{&Z tiz 1 L - 6 © £ fl= 

s^-e&s <i=%^^ixTt^a' ! '©ae^iaF^.s 

©teg?3i£ LT©l5ffl|53^fe%A6n.5. 

^TffliSttJurkat (a . c) XttI L - 6 Hr 7* 

I L-6Hr7'*-££3Jl,TH.5Jurkat (b . 
d ) t. MT18©iS«J;Ya (a . b ©HIS) Xtt 
PMlfflig#±» (c&tfd©HH!) i©SJCt± 



-740 — 



S2Bi« > ft®ms&2 tin 11266m & l 

P M 1 * J 9 a - + JU fcft ( p _ y 2 } ^ ^ 
BU^n^jy (l/ _ y3) Xl±^iSM2 0 
flMr* K* y * a-i-^foK ( 4 ) ct 

0 ftSttK* SDS-* >J 7 2 >) ;ur § Ky;i/ 

ss3iatt. nm&t3 z&mcoijmT! i l - 6 u 

® 1 l--6 0^CJjt«PMIlitft 

s. n t i s fit * 0 qa s a * * ^ -r ^ ^ 7 -c * 5 . 

314 I L - 6 Oft&T (Si*) 

£~F (^8!) TO. U266«3!3-s©MT18tn:«: ( a ) 
Xtt P M 1 fit* ( b ) ©IS££lfcf5L 
♦3. I L - 6 © * ? jag L fcU266*BSSC o 

3J5EJtts MT18©JSS±»^s T ^ PM1©»S 
S±'»?¥?tT* * n tt3f#?£T-Cx «*©«£© 
1 L - 6 *^SDLTJSSL fcl$ffl % KT3fflJSK 



3-139293(7) 

m 6 0tt. «T18fit#*< I L-6 Hrr^-^i 



# * ,ft = 

#a± » * it 

#a± \h a m z 

#3± S ill i | 




3* i m 



% 2 



741- 



f*BB¥ 3-139203 (8) 




W 6 ® 
-742- 



